Purpose: To demonstrate the efficacy and safety of once-daily nepafenac 0.3% ophthalmic suspension versus vehicle, based on clinical outcomes, after cataract surgery in patients with diabetes.
those without diabetes (1%e5.5%). 3,13e17 Topical nonsteroidal anti-inflammatory drugs (NSAIDs) are beneficial for treating ME after cataract surgery. 18, 19 Nonsteroidal antiinflammatory drugs block cyclooxygenase enzymes responsible for prostaglandin production. 18, 19 Very few prospective studies have evaluated the role of NSAIDs to reduce the risk of ME and to improve VA outcomes after cataract surgery in eyes with diabetic retinopathy.
Nepafenac (Alcon Research, Ltd., Fort Worth, TX), an NSAID, rapidly permeates into the cornea and sclera and is converted to its active metabolite, amfenac, primarily in the retinaechoroid and the iriseciliary body. 20, 21 Amfenac is a potent inhibitor of constitutive (cyclooxygenase-1) and inducible (cyclooxygenase-2) cyclooxygenases that catalyze the formation of proinflammatory prostaglandins. 22 Both nepafenac and amfenac block the inflammation-mediated breakdown of the blooderetinal barrier that contributes to plasma extravasation and edema. 22 Nonclinical and clinical studies have shown that nepafenac and amfenac reach the posterior segment of the eye after topical administration. 21,23e26 Nepafenac 0.1% ophthalmic suspension, dosed 3 times daily, is approved in Europe to reduce the risk of postoperative ME associated with cataract surgery in adult patients with diabetes, based on 2 randomized, controlled, phase 3 trials. 23, 24 In both trials, nepafenac 0.1% significantly reduced the incidence of ME compared with vehicle (study 1: 3.2% vs. 16.7%; P < 0.001; study 2: 5% vs. 17.5%; P ¼ 0.012). 23, 24 Furthermore, a higher percentage of patients in the nepafenac group compared with the vehicle group had improvements of !15 Early Treatment Diabetic Retinopathy Study (ETDRS) letters from postoperative baseline through day 90 (Alcon data on file). Nepafenac 0.1% showed clinically relevant advantages compared with vehicle to prevent ME and to improve and maintain VA after cataract surgery in patients with diabetes (Alcon data on file). The hypothesis of the present studies was that 0.3% nepafenac formulation may achieve these aforementioned benefits with less frequent dosing. Thus, in 2 similarly designed randomized studies, the efficacy and safety of nepafenac 0.3% administered oncedaily was assessed to reduce ME and to enhance VA after cataract surgery in eyes of patients with diabetes and nonproliferative diabetic retinopathy (NPDR).
Methods

Study Design
Both studies were prospective, randomized, multicenter, vehiclecontrolled, double-masked, parallel-group, phase 3 clinical trials. Study 1 was conducted at 66 centers in the United States, Latin America, and the Caribbean between March 2013 and May 2015. Study 2 was conducted at 73 centers across the United States, Europe, the Middle East, Africa, Latin America, Caribbean, and the AsiaePacific region between June 2013 and May 2015.
The studies consisted of 9 visits as follows: a screening and randomization visit (performed within 2 days to 4 weeks before the surgery visit), the cataract surgery visit (day 0), and 6 postoperative follow-up visits (days 1, 7, 14, 30, 60, and 90 or early exit; Fig 1, available at www.aaojournal.org). Patients in whom ME was not resolved by day 90 were considered to be treatment failures; these patients were followed up until day 120.
In both the studies, all patients, investigators, and the studyrelated personnel were masked to the treatment assignment. The study was conducted in accordance with the Good Clinical Practice and the tenets of the Declaration of Helsinki. The study protocol was reviewed and approved by an independent ethics committee or an institutional review board for each contributing center. All patients provided written informed consent before entering the study. The studies are registered with clinicaltrials.gov (identifiers, NCT01853072 [study 1] and NCT01872611 [study 2]).
Patients
Both studies included patients 18 years of age or older with diabetes (types 1 or 2) and NPDR who required cataract extraction by phacoemulsification with planned posterior chamber intraocular lens (IOL) implantation, who had a best-corrected VA (BCVA) of 73 ETDRS letters or fewer (<20/63 Snellen equivalent) in the study eye at preoperative screening, and who had an expectation of improvement in BCVA after surgery, in the opinion of the investigator.
Patients with pre existing ME in the study eye as determined by spectral-domain (SD) OCT and confirmed by the reading center (central subfield macular thickness [CSMT], !320 mm [Spectralis; Heidelberg, Germany] or !300 mm [Cirrus; Zeiss, Germany]) or who had a history of retinal detachment, ischemic maculopathy, central or branch retinal vein occlusion, central or branch retinal artery occlusion, exudative age-related macular degeneration, or chronic or recurrent inflammatory eye disease were excluded. Additional exclusion criteria were use of intraocular or periocular corticosteroids or antievascular endothelial growth factor therapy within 6 months of surgery, systemic or topical ocular corticosteroids within 14 days of surgery, topical or systemic NSAIDs (except an allowed daily dose of 325 mg of aspirin) within 7 days of surgery, topical ophthalmic prostaglandins within 4 days of surgery, or topical ocular corticosteroids or NSAIDs 1 day before surgery. Patients allergic or hypersensitive to NSAIDs, corticosteroids, or any component of the investigational product also were excluded from the study. Detailed exclusion criteria are provided in Appendix 1 (available at www.aaojournal.org).
Treatment
Enrolled patients were randomized (1:1) to receive nepafenac 0.3% or vehicle once-daily in the study eye beginning 1 day before cataract surgery (day À1). Patients were randomized in a 1:1 manner to receive treatment with nepafenac 0.3% and control vehicle, respectively. Randomization was stratified by retinopathy severity (mild vs. moderate or severe) as defined by the International Clinical Diabetic Retinopathy Scale. Both the test articles (nepafenac 0.3% and vehicle) were provided in identical vials.
Dosing continued on the day of surgery (day 0) and for 90 days after surgery. On the day of the surgery (day 0), patients received an additional dose of assigned treatment 30 to 120 minutes before the surgery. All patients received prednisolone acetate (Omnipred; Alcon Laboratories Inc., Fort Worth, TX) [prednisolone acetate ophthalmic suspension] or similar alternate eye drops) in the operative eye 4 times daily for the first 2 weeks after surgery followed by twice-daily for the subsequent 2 weeks after surgery. This topical corticosteroid dosing regimen could be modified based on the investigator's judgment.
Study Objectives
The objective of both the studies was to determine the efficacy and safety of once-daily nepafenac 0.3% ophthalmic suspension versus vehicle based on clinical outcomes after cataract surgery in patients with diabetes. The primary and secondary end points were as follows: (1) the percentage of patients who demonstrated ME (!30% increase from the preoperative baseline in CSMT) within 90 days after cataract surgery (primary end point for the European Medicines Agency Committee for Medicinal Products for Human Use [EMA CHMP] and secondary end point for the United States Food and Drug Administration [FDA]); (2) the percentage of patients with a BCVA improvement of !15 letters from preoperative baseline through day 14 and maintained through day 90 (primary end point for the United States FDA and secondary end point for the EMA CHMP); (3) the percentage of patients with a BCVA loss of >5 and >10 letters from day 7 to any visit and safety over 90 days; and (4) the percentage of patients with a BCVA improvement of !15 letters from preoperative baseline through day 90 and day 60. The key supportive end points included mean changes in BCVA and CSMT from preoperative baseline to each postoperative visit. Given the identical nature of the protocols, pooled analyses were conducted to verify the study findings further.
Efficacy Assessments
The efficacy variables included measurements of BCVA, development of ME, macular thickness and volume, and the incidence of treatment failure. Macular edema was defined as a !30% increase in CSMT from the preoperative baseline measurement. Macular thickness and volume were measured using SD OCT (Spectralis or Cirrus) at each investigational center. Optical coherence tomography was assessed on scans obtained from both eyes at screening and day 90 (or day 120, if applicable, or early exit) and from the study eye on days 7, 14, 30, and 60. The OCT scans were analyzed in a masked fashion at the Duke Reading Center (Duke University, Durham, NC) and included the use of standard segmentation methods. Thickness results were reported for the foveal center point, the foveal central 1-mm subfield thickness, and the inner and outer rings, each of which were divided into 4 quadrants (temporal, superior, nasal, and inferior). The total macular volume was also reported.
Fundus photographs were obtained at the screening visit and were submitted to the reading center for grading of retinopathy severity (no apparent retinopathy, mild NPDR, moderate NPDR, severe NPDR, and proliferative diabetic retinopathy) as defined by the International Clinical Diabetic Retinopathy Scale before randomization. The BCVA was assessed by a certified VA technician and refractionist using a standard ETDRS chart at a distance of 4 m (and 1 m as necessary) in both eyes at baseline and at day 90 (or day 120, if applicable, or early exit) as well as in the study eye on days 1, 7, 14, 30, and 60. The BCVA was calculated at 4 m as the number of letters read correctly þ30, whereas BCVA was calculated at 1 m as the number of letters read correctly. Regardless of distance, if no letters were read correctly, the BCVA was reported as 0 and the patient was to have been tested, in respective order, for the following levels of acuity: counting fingers, hand movements, and light perception. The BCVA assessment was standardized across all investigational centers. Treatment failure was defined as any eye with a !30% or more increase in CSMT from the preoperative baseline assessment as measured by SD OCT.
Safety Assessments
Information on adverse events (AEs) in all patients was collected from screening and at all visits through day 90 (or day 120, if applicable, or early exit). In addition to the AE assessments, the safety of nepafenac 0.3% was assessed by routine ocular examinations, which included intraocular pressure (IOP) measurements, slit-lamp parameters (inflammatory cells, aqueous flare, corneal edema, bulbar redness, and corneal epithelium integrity), dilated fundus parameters (peripheral retina, macula, choroid, and optic nerve), and the extent of exposure.
Statistical Analysis
A sample size of 590 patients was planned to achieve an evaluable sample size of 560 patients that was expected to provide approximately 90% power to detect a 14% difference between the nepafenac 0.3% and vehicle groups for the BCVA end point (assuming 45% in the vehicle group) and a more than 99% power to detect at least a 13% difference for the incidence of ME (assuming 18% in the vehicle group).
The efficacy analyses were performed using the full analysis set (FAS), which included all randomized patients who completed implant surgery and had at least 1 on-therapy postoperative visit. The BCVA end point (primary end point for the United States FDA and secondary end point for the EMA CHMP) was based on a binary outcome (positive or negative). A positive outcome required an improvement from the preoperative baseline BCVA of !15 letters at all 4 time points (days 14, 30, 60, and 90); any other outcome was considered negative. A logistic regression model for treatment and retinopathy severity was performed to assess the treatment group difference in BCVA. The primary inference was based on the odds ratio of a positive outcome. An estimate of the odds ratio, the associated 95% confidence interval (CI), and P value were provided, along with the difference in proportions and associated CIs. A similar model was used to analyze the percentage of patients who demonstrated ME within 90 days (primary end point for EMA CHMP and secondary end point for United States FDA) and the other secondary efficacy end points associated with changes in BCVA. The analyses of the supportive end points were descriptive. The primary and secondary analyses were repeated using the per-protocol (PP) analysis set, which included all patients in the FAS who had no major protocol violations, to investigate the sensitivity of the results to major protocol violations.
A gatekeeping strategy was used to ensure overall control of the type I error rate at a 5% level of significance (2 sided). The secondary efficacy hypotheses were relevant only if the primary efficacy null hypothesis was first rejected. The order of hypothesis testing was region specific. After the rejection of the primary null hypothesis, each secondary hypothesis was tested following the order of the hypotheses as listed for each region. For the European Union, the order of the hypotheses was consistent with the listing under study objectives. For the United States, the end point of maintained improvement in BCVA was considered as the primary end point and the ME end point was considered as the first secondary end point. The data presented in the manuscript follow the testing order of the European Union.
A pooled analysis of the 2 studies also was performed to gain better precision in estimating the treatment effects in patients with NPDR and to assess the consistency of the findings of the individual studies. The efficacy outcomes of pooled analysis were to be considered as only supportive of the individual study findings, and thus no formal multiplicity adjustment were used.
The safety analysis set included all patients who were exposed or were deemed exposed (i.e., discontinued the study before surgery, but either returned an opened bottle of the study drug or failed to return the study drug) to treatment. Descriptive statistics were used to summarize all safety parameters by visit and treatment group.
Results
Patient Demographics and Baseline Characteristics
In study 1, 615 patients (615 eyes) were randomized 1:1 to receive nepafenac 0.3% (n ¼ 308) or vehicle (n ¼ 307). Of these 615 patients, 12 (7 in the nepafenac 0.3% group and 5 in the vehicle group) did not receive treatment and were excluded from the analysis sets. All 603 patients who received treatment were included in the safety analysis set; 598 were included in the FAS and 557 were included in the PP analysis set. Overall, 12 patients in the nepafenac 0.3% group and 21 patients in the vehicle group discontinued the study. The reasons for study discontinuation are provided in Figure 2A (available at www.aaojournal.org).
In study 2, 605 patients (605 eyes) were randomized 1:1 to receive nepafenac 0.3% (n ¼ 301) or vehicle (n ¼ 304). Of the 605 patients, 17 (8 in the nepafenac 0.3% group and 9 in the vehicle group) did not receive treatment and were excluded from the analysis. All 588 patients who received treatment were included in the safety analysis set; 582 were included in the FAS and 552 were included in the PP analysis set. Overall, 24 patients in the nepafenac 0.3% group and 12 patients in the vehicle group discontinued the study. The reasons for study discontinuation are provided in Figure 2B (available at www.aaojournal.org).
Overall in both the studies, the patient demographics and baseline characteristics were well balanced, with no clinically relevant between-group differences ( Table 1 ). Most patients were 65 years of age or older, female, and white.
Efficacy
For simplicity of reporting, the end points reported below are presented in the order of nominal statistical significance. For multiplicity considerations, please refer to the description in methods under statistical analysis.
Macular Edema
In both the studies, a significantly lower percentage of eyes in the nepafenac 0.3% versus the vehicle group developed ME within 90 days after cataract surgery (study 1: 2.3% vs. 17.3%; P < 0.001; study 2: 5.9% vs. 14.3%; P ¼ 0.001; Fig 3) . The results of the analysis using the PP analysis set were consistent with those from the primary analysis (study 1: 2.2% vs. 16.2%; P < 0.001; study 2: 4.4% vs. 13.0%; P < 0.001; Table 2 , available at www.aaojournal.org).
Best-Corrected Visual Acuity
BCVA Improvement of ‡15 Letters from Preoperative Baseline to Day 14 and Maintained through Day 90. In study 1, a significantly higher percentage of eyes in the nepafenac 0.3% versus the vehicle group (61.7% vs. 43.0%; P < 0.001) achieved a clinically relevant improvement of !15 letters from preoperative baseline through day 14, that was maintained through day 90 ( Fig  4) . In study 2, similar percentages of eyes in both the treatment groups achieved this end point (nepafenac 0.3%, 48.8%; vehicle, 50.5%; P ¼ 0.671; Fig 4) . The results of the PP analysis set were consistent with those from the primary analysis (study 1: 56.6% vs. 35.6%; P < 0.001; study 2: 46.5% vs. 43.0%; P ¼ 0.400; Table 2 , available at www.aaojournal.org).
Percentage of Eyes with a BCVA Loss of >5 and >10 Letters from Day 7 to Any visit. A lower percentage of eyes receiving nepafenac 0.3% in study 1 compared with those receiving vehicle lost >5 letters from day 7 to any visit (study 1: 15.4% vs. 27.3%; P < 0.001; Fig 5A, available at www.aaojournal.org). This effect was not observed in study 2, where similar percentages of eyes had BCVA loss of >5 letters in either group (18.7% vs. 16.7%; P ¼ 0.540). Fewer eyes in the nepafenac 0.3% group than in the vehicle group had a >10-letter loss in BCVA from day 7 to any visit in study 1 (study 1: 9.1% vs. 15.3%; P ¼ 0.02); however, the percentages of eyes were similar between treatment groups in study 2 (10.7% vs. 8.9%; P ¼ 0.458; Fig 5B, available at www.aaojournal.org). BCVA Improvement of ‡15 Letters from Preoperative Baseline to Day 60 and to Day 90. In study 1, a significant improvement of !15 letters was observed with nepafenac 0.3% versus vehicle from preoperative baseline through day 90 (77.2% vs. 67.7%; P ¼ 0.009) and day 60 (76.2% vs. 64.7%; P ¼ 0.002; Fig 6A  and B) . In study 2, the between-group difference was not significant; numerical difference in favor of nepafenac 0.3% was observed for a BCVA improvement of !15 letters from preoperative baseline through day 60 (68.9% vs. 62.1%; P ¼ 0.092), whereas the outcomes were similar for a BCVA improvement of !15 letters from preoperative baseline through day 90 (65.4% vs. 65.9%; P ¼ 0.888; Fig 6A and B) .
Mean Change in BCVA and CSMT from Preoperative Baseline to Each Visit. In both the studies, an overall BCVA improvement was observed based on the mean change in BCVA from baseline to each postoperative study visit. The improvement was higher in the nepafenac 0.3% group than in the vehicle group at all postoperative visits from days 7 to 90 in both studies (P < 0.05), except on the day 7 visit in study 2 (P ¼ 0.088; Fig 7) . In both studies, the increase in CSMT from preoperative baseline was smaller in the nepafenac 0.3% group than in the vehicle group at all postoperative visits from days 7 through 90 (P < 0.05 at all visits in both studies; Fig 8) .
Pooled Analysis
A notable difference was observed with nepafenac 0.3% versus vehicle in the incidence of ME (4.1% vs. 15.9%; P < 0.001; Fig 3) and in BCVA improvement of !15 letters from preoperative baseline through day 14 and maintained through day 90 (55.4% vs. 46.7%; P ¼ 0.003). A lower proportion of eyes in the nepafenac 0.3% group showed a BCVA loss of >5 letters (17.0% vs. 22.1%; P ¼ 0.029) or >10 letters (9.9% vs. 12.1%; P ¼ 0.211) from day 7 compared with the vehicle group ( Fig 5A and B , available at www.aaojournal.org). More eyes in the nepafenac 0.3% group versus the vehicle group had a BCVA improvement of !15 letters from preoperative baseline through day 60 (72.6% vs. 63.4%; P < 0.001) and day 90 (71.4% vs. 66.8%; P ¼ 0.088; Fig 6A and B ).
Safety
Overall in study 1, 108 patients (35.9%) in the nepafenac 0.3% group and 125 patients (41.4%) in the vehicle group experienced at least 1 treatment-emergent AE (TEAE). Of these, 8 patients (2.7%) in the nepafenac 0.3% group and 7 patients (2.3%) in the vehicle group reported treatment-related TEAEs. In addition, 4 patients experienced treatment-related AEs during the posttreatment period, which included keratitis (1 patient in the nepafenac 0.3% group and 2 patients in the vehicle group) and punctate keratitis (1 patient in the vehicle group). One patient in the vehicle group died during the treatment-period because of a serious TEAE (sepsis). In addition, 1 patient in the nepafenac 0.3% group and 3 patients in the vehicle group died because of serious TEAEs during the posttreatment period. Thirteen (4.3%) patients in each treatment group experienced at least 1 nonfatal serious TEAE. Four patients (1.3%) in the vehicle group discontinued the study because of a TEAE; there was no discontinuation due to TEAE in nepafenac 0.3% group (Table 3) .
In study 2, overall 102 patients (34.8%) in the nepafenac 0.3% group and 136 patients (46.1%) in the vehicle group experienced at least 1 TEAE. Of these, 6 patients (2.0%) in the nepafenac 0.3% group and 8 patients (2.7%) in the vehicle group reported treatment-related TEAEs. In addition, 3 patients experienced treatment-related TEAEs during the posttreatment period, which included punctate keratitis (1 patient in the vehicle group), retinal detachment (1 patient in the nepafenac 0.3% group), and diabetic retinal edema (1 patient in the vehicle group). One patient in the vehicle group died during the treatment-period because of a serious TEAE (cardiac failure). One patient who never received the study treatment died because of a serious AE during the pretreatment period. No deaths were reported in the nepafenac 0.3% group. Fourteen patients (4.8%) in the nepafenac 0.3% group and 13 patients (4.4%) in the vehicle group experienced at least 1 nonfatal serious TEAE. One patient in the nepafenac 0.3% group and 1 patient in the vehicle group discontinued the study because of a TEAE (Table 3 ). In both the studies, none of the deaths were considered by the investigator to be related to the study treatment; none of the serious TEAEs or TEAEs that led to study discontinuation were considered by the investigator to be treatment-related. In both studies, a review of ocular examination results (IOP, slit-lamp biomicroscopy, and dilated fundus examination) revealed no meaningful treatment differences between the nepafenac 0.3% and vehicle groups.
Discussion
The 2 randomized, vehicle-controlled phase 3 studies demonstrated that nepafenac 0.3%, when given once-daily beginning 1 day before surgery and continued for 90 days, was superior to vehicle in reducing the risk of ME after cataract surgery in patients with diabetes. In study 1, clinically relevant differences between nepafenac 0.3% and vehicle were observed for all the BCVA end points, whereas in study 2, the outcomes were similar between the nepafenac 0.3% and vehicle groups. The BCVA outcomes in the pooled analysis were similar to the results observed in study 1 (Fig 9, available at www.aaojournal.org).
In the current studies, the primary analysis was conducted on the FAS. The BCVA end point was not met using the FAS in study 2, which remains a potential limitation of these findings. However, results based on the PP analysis were in favor of nepafenac 0.3% for several of the BCVA end points. Notable differences in favor of nepafenac 0.3% (at the nominal 5% significance level) were observed for >5-letter and >10-letter loss from day 7 end points and for the 15-letter or more gain from preoperative baseline to the day 60 end point ( Table 2 , available at www.aaojournal.org). Numerous post hoc subgroup analyses were conducted in study 2 to understand the reasons for the similar BCVA outcomes between treatments. These included subgroup analyses by the geographic location of the participating patients (by region, country, and investigational center), by patient demographics and baseline characteristics (e.g., age, gender, race, retinopathy severity, and VA), and by factors related to the medical history or concomitant medications (type and duration of diabetes, type of concomitant steroid, and others; Alcon data on file). These additional analyses did not reveal any single factor that could explain the similar Figure 6 . Bar graph showing the best-corrected visual acuity improvement of 15 letters or more from preoperative baseline to (A) day 60 and (B) day 90 in patients treated with nepafenac 0.3% and vehicle and the associated odds ratio (OR; 95% confidence interval [CI]) in each study and in the pooled analysis (full analysis set). P value for pooled analysis is for descriptive purposes only. A, *OR, 1.8 (95% CI, 1.2e2.5). **OR, 1.3 (95% CI, 1.0e1.9). y OR, 1.5 (95% CI, 1.2e2.0). B, *OR, 1.6 (95% CI, 1.1e2.3). **OR, 1.0 (95% CI, 0.7e1.4). y OR, 1.2 (95% CI, 1.0e1.6). SE ¼ standard error. BCVA outcomes between the nepafenac 0.3% and vehicle treatment groups, and the results were consistent with the BCVA results observed in the overall study population.
Given the positive results of both studies with regard to ME and the BCVA results observed in study 1, which are consistent with the findings 23,24 reported previously for nepafenac 0.1%, it is reasonable to assume that the more likely error is a type II error (false negative) in study 2 than a type I error (false positive) in study 1 for the BCVA end points. Furthermore, it is also reasonable to assume that the 2 studies were conducted on similar patient populations. However, regional differences in medical practices (e.g., cataract surgery technique) and compliance also may have played a role.
In the present studies, ME was defined as a !30% increase in CSMT from the preoperative baseline. This increase in CSMT is well above the 10% coefficient of variation associated with SD OCT repeat testing variability 3 and translates to an absolute change of at least 60 mm in CSMT. 27 Central subfield macular thickness, instead of center point thickness, was chosen in the present and previous studies of nepafenac because it has been shown to have greater reliability than center point macular thickness. 28 Macular edema remains a common cause of suboptimal vision after cataract surgery. Patients with diabetes have an increased risk of experiencing postsurgical complications and associated poor visual outcomes after cataract surgery. 3 Thus, it is important to monitor macular changes in patients with diabetes after cataract surgery. The signs and symptoms of clinically significant ME develop within 4 to 12 weeks after surgery and peak approximately 4 to 6 weeks after surgery. 29 Even in this study, most incidences of ME in the vehicle group occurred on the day 14, day 30, and day 60 visits, and the incidence was the highest on day 30 (Fig 8) . The incidence of ME in the vehicle group observed in this study is consistent with that observed in the 2 nepafenac 0.1% studies conducted of patients with diabetes. 23, 24 This present study evaluated patients for occurrence of ME over a 3-month postoperative period only. Hence, the efficacy of nepafenac 0.3% in patients with chronic ME (lasting for !6 months) needs to be assessed in future studies.
Kim et al 30 suggest that the use of NSAIDs before surgery may speed up visual recovery in the first several weeks after cataract surgery; however, the evidence supporting long-term benefits to prevent vision loss from ME at 3 months or more is lacking. This study also provides evidence supporting the benefits of using NSAIDsd prophylactically beginning 1 day before surgery, on the day of surgery, and continued for the initial 3-month postoperative period, in high-risk patients with diabetes.
In both of the studies, relatively few patients experienced AEs that were considered by the investigator to be treatment related, and the percentages were similar between the groups. It is known that increases in IOP can occur during or after cataract surgery. 31, 32 None of the TEAEs of IOP increase that occurred in this study were considered treatment related. The overall safety profile of nepafenac 0.3%, dosed once-daily beginning the day before surgery and continued for 90 days thereafter, was comparable with that of nepafenac 0.1% dosed thrice-daily for the same duration in patients with diabetic retinopathy.
In conclusion, nepafenac 0.3% given once-daily for 90 days after surgery was superior to vehicle in reducing the risk of postoperative ME associated with cataract surgery in both the studies and in the pooled analysis, whereas the VA was improved and maintained in study 1 and in the pooled analysis. The safety results were consistent with the established safety profile of nepafenac, and no new safety concerns were observed.
